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Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 1 33). 

Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

1 ® Responsive to communication(s) filed on 30 June 2005 . 

2a® This action is FINAL. 2b® This action is non-final. 

3® Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 
closed in accordance with the practice under Ex parte Quayle, 1935 C.D. 1 1 , 453 O.G. 213. 

Disposition of Claims 

4® Claim(s) 8-71 and 22^24 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5® Claim(s) is/are allowed. 

6® Claim(s) 8-17 and 22 I 24 is/are rejected. 

7® Claim(s) is/are objected to. 

8® Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9® The specification is objected to by the Examiner. 

10® The drawing(s) filed on is/are: a® accepted or b® objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 

Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1 .121 (d). 

1 1 )□ The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PT 0-152. 

Priority under 35 U.S.C. § 119 

12® Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 1 9(a)-(d) or (f). 
a® All b® Some * c® None of: 

1 ® Certified copies of the priority documents have been received. 

2® Certified copies of the priority documents have been received in Application No. 09/697.863 . 

3® Copies of the certified copies of the priority documents have been received in this National Stage 
application from the International Bureau (PCT Rule 17.2(a)). 

* See the attached detailed Office action for a list of the certified copies not received. 



Attachment(s) 

1) S Notice of References Cited (PTO-892) 

2) EH Notice of Draftsperson’s Patent Drawing Review (PTO-948) 

3) [3 Information Disclosure Statement(s) (PTO-1449 or PTO/SB/08) 

Paper No(s)/Mail Date 1/15/04 . 

U.sTPatent and Trademark Office 
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4) EH Interview Summary (PTO-413) 

Paper No(s)/Mail Date. . 

5) EH Notice of Informal Patent Application (PTO-152) 
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Part of Paper No./Mail Date 20050727 
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DETAILED ACTION 

Status of the claims 
Claims 8-11 and 22-24 are pending. 

Election/restriction 

Applicants' election (filed 6/30/05) of Group I, claims 8-1 1 and 22-24 for the 
examination with traverse are acknowledged. Because applicants did not distinctly and 
specifically point out the supposed errors in the restriction requirement, the election has been 
treated as an election without traverse (MPEP § 818.03(a)). Therefore, pending claims 8-11 and 
22-24 are thus examined in this Office action. 

IDS 

The references listed in IDS filed 1/15/04 have been considered by Examiner. 

Objection to specification 

On paragraph [0001], line 2, “now U.S. patent ” should be changed to “now U.S. 

patent No. 6812203”. 

Claim Rejections - 35 USC § 112, the second paragraph 
The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the subject 
matter that the applicant regards as his invention. 

Claims 9-1 1 are rejected under 35 U.S.C. 112, second paragraph, as being indefinite for 
failing to particularly point out and distinctly claim the subject matter which applicant regards as 



the invention. 
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Claim 9 recites “homology to the recitation is not apparent as to whether or not the 
“homology” refers to a similarity (but not sequence identity) of protein which is functionally 
and/or structurally equivalent (see column 4, lines 51-53 of the specification). Here, the 
“homology” is a qualitative not quantitative term. See also claims 10-11. 



Claim Rejections - 35 USC § 112 

The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 



The specification shall contain a written description of the invention, and of the manner and process of making and 
using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it pertains, or with which it 
is most nearly connected, to make and use the same and shall set forth the best mode contemplated by the inventor of carrying out 
his invention. 



Claims 8-1 1 and 20-24 are rejected under 35 U.S.C. 112, first paragraph, because the 
specification, while being enabling for the isolated polynucleotide that encodes the polypeptide 
comprising amino acids 54-140 which is encoded by the polynucleotide of SEQ ID NO:l, does 
not reasonably provide enablement for a nucleotide sequence encoding a peptide fragment of the 
polypeptide thereof. The specification does not enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the invention commensurate 
in scope with these claims. 

Factors to be considered in determining whether undue experimentation is required, are 
summarized in Ex parte Forman, 230 USPQ 546(BPAI 1986). They include the nature of the 
invention, the state of the art, the relative skill of those in the art, the amount of direction or 
guidance disclosed in the specification, the presence or absence of working examples, the 
predictability or unpredictability of the art, the breadth of the claims, and the quantity of 
experimentation which would be required in order to practice the invention as claimed. 

(1) The scope of the claims/(2) The nature of the invention: 
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The current invention is directed to an isolated polynucleotide encoding polypeptide 
having activity of interacting with the tumor necrosis factor (TNT) receptor and a nucleotide 
sequence encoding the above-mentioned peptide fragment. The fragment encompasses 
a large number of variants, e.g., deletion mutants and truncation mutants derived from the SEQ 
ED NO:l polynucleotide. The specification does not provide guidance and/or working examples 
in this regard. Screening and characterization of the any peptide fragment having ability of 
forming a complex via either direct interaction or indirect interaction with the members of TNF- 
receptor superfamily require a great deal of efforts and tests. The member of TNF-receptor 
superfamily is large (see the attachment “TNF Receptor Superfamily ”) and direct or indirect 
association between the said fragment and the member(s) vary depending on whether (i) the how 
many protein factors involve in complex with the TNF receptor, e.g., three factors of the 
complex: {TNF-receptor {genus ) *TNF associated factor (TRAF [genus] •TRAF-interacting 
protein (I-TRAF)} (see Rothe et al. (1996) Proc. Natl. Acad. Sci. 93, 8241-8246); and (ii) state 
of oligomerization of said factor (e.g., TRAF proteins can form heterodimer or hetero-oligomer, 
see Mcwhirter et al. (1999) Cold Spring Harb. Symp. Quant. Biol. Vol. 64, pages 551-562), and 
thus, this would amplify complexity of the screening and test thereof, which would have required 
undue experimentation. 

(3) The unpredictability of the art: 

The variant polynucleotide (as small as that encoding 10 amino acid long peptide) would 
be expected to have unpredictable properties in comparison to the above-stated isolated 
polynucleotide encoding the polypeptide comprising amino acids 54-140, 54-362, 54-273, or 54- 
236 of the instant SEQ ID NO:2. It has been shown (Esparza et al. (2004) CMLS, cell Mol. Life 
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Sci., 61, 3087-3092) that mutations in TRAF type 4 (TRAF4) result in elimination of the signaling 
capability of the TNF-receptor such as activating NF-kB (see page 3088, the left column of 
Esparza et al.), and loss of TRAF4-mediated regulation of NF-kB (see Figure 2). Because this 
signaling regulation requires formation a complex comprising TNF-receptor and TRAFs (see page 
3087, the left column, the 1 st paragraph), the mutations are unpredictable with regard to forming 
complex of the mutated TNF-receptor associated factor 4 (TRAF4) with the TNF-receptor. Also, 
Force et al. (J. Biol. Chem. (1997(272, 20835-30840) has taught that deletions of TRAF3 protein 
lead to defective interaction with lymphotoxin-P receptor (LpTR) which is a member of TNF- 
receptor family (see Figures 1-2 and pages 30839-30840), and that the deletions mutations are 
dominant negative inhibitors of a LpTR biological function (see Figure 5), suggesting 
unpredictability of the deletion mutations, i.e., a truncated fragment of TRAF3 polypeptide. 

(4) The state of the prior art: 

The general knowledge and level of skilled in the art do not supplement the omitted 
description because specific, not general, guidance is what is needed. Since the disclosure fails to 
teach common attribute and characteristics that identify the variant/fragment peptide thereof. The 
specification needs to provide sufficient guidance to be considered enabling. 

(5) The quantity of experimentation necessary: 

In the absence of working examples with regard to the genus stated above, unpredictability 
of the art, the lack of sufficient guidance in the specification and the breadth of the claims, it 
would take undue trials and errors to practice the claimed invention. The quantity of 
experimentation would be large and unpredictable. One skilled in the art would be required to 




Application/Control Number: 10/757,745 
Art Unit: 1653 



Page 6 



carry out an undue experimentation for screening and characterizing the variety of variant 
(deletion/truncation) molecules of the polynucleotide encoding the variant fragment thereof. 

(6) The relative skill of those in the art: 

The general knowledge and level of skill in the art do not supplement the omitted 
description with respect to a massive number of variant sequences of peptide. In view of the 
preceding factors (1-5), the level of skill in this art is high and requires at least a molecular 
biologist with several years of experience in mutagenesis, protein engineering as well as 
knowledge in immunology and skill in peptide chemistry. Yet, even with a level of skill in the art 
as those mentioned in precedence, predictability of the results is still highly variable. 

Sorting out core domain(s) critical for the peptide fragment that comprises 10 or more than 
10 amino acid residues of SEQ ID NO:2 to form a complex with a member of TNF-receptor (e.g., 
L(3TR or CD40) requires a large quantity of efforts and tests including using a computer algorithm 
to predict structural parameters of the deletion mutations, as taught by Force et al. (see page 30839, 
the right column, the 2 nd paragraph). An unduly level of skill is thus needed for one skilled in the 
art in order to make and characterize the variant fragments resulted from deletion/truncation 
mutagenesis of the SEQ ID NO: 1 sequence. 

In consideration of each of factors stated above, absent factual data to the contrary, the 
amount and level of experimentation needed is undue. 

Conclusion 

No claims are allowed. 

The following art made of record and not currently relied upon in any rejections is 
considered pertinent to Applicants' disclosure: 
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(1) Reed et al. (US Pat. No. 6379951) teach the nucleotide sequence of SEQ OD NO:63 
(claim 4) which complimentary sequence form nucleotides 775 to 1077 encode a 
polypeptide fragment which is identical to amino acid residues 83 (Val)-183(Glu) of the 
instant SEQ ID NO:2 polypeptide. 

(2) Edward et al. (US Pat. No. 6639063) teach a nucleotide sequence of SEQ ID 

NO: 8403 which nucleotides 22-105 encode a peptide fragment identical to amino aid 
residues from 3(Arg) to 30(Thr) of the instant SEQ ED NO:2. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Samuel Wei Liu whose telephone number is 571-272-0949. The 
examiner can normally be reached from 9:00 a.m. to 5:00 p.m. on weekdays. If attempts to reach 
the examiner by telephone are unsuccessful, the examiner's supervisor, Weber, Jon, can be 
reached on 571-272-0925. The fax phone number for the organization where this application or 
proceeding is assigned is 703 308-4242 or 703 872-9306 (official) or 703 872-9307 (after final). 
Any inquiry of a general nature or relating to the status of this application or proceeding should 





